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^^A] AA£ ^o. m^-g. 7|-^1 ^Aj-g-o} -g- 

pfH n^ej- vf-g-^olcl ^#a) ^*Hr 7>^1 #^3. 

ofl € *1*fl*Rr -H£-*>» SE^ ^7\S. ^V^-g- 4^3- 

3,7} -g-##3HH ^-71 ^#o) ^.a») £*>SH -§-# 

5. 1 
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A S °1 -S-^r-ir ^t 1 * *H*fl{A preparation for oral improving 

bioavai labi 1 ity} 

5L l£r ^l*^ -g-#A^ ^Jlfl- q-Ef^ 

£ 2fe 3^-§- ^fl^)^ -§-§-§- 5.°}^. 

^ ^g"^ 3#*1 AA S *§^<5Kr 7>*1 

*j-7l s**}-^ IS. 3.*}^^ N-«]^^-4-{5-[4-(5-ol4i2LS.^-2-t>)l^-l,3-Hl 

^ r#-4- ^ ) 311 ^ A| ] ^1 S A] }- Hfl ^0> □} ^ ^^l O^^jl, ^#5. 

14- ^-8- ^ pFWH ^ °l£rSr£M, ^l-8-^°l 371 nfl^-ofl ^.611 tfl$ -g-gfl£^ 

#*Hd3 o^>y- ^^el^l Zi&°.5L #°fl 4^ (pH 3 - pH 7.5 

AH) ^°}7)JL, pH 5oflAi^-El 71 21 ^"71 o^-f^. ^-g^ i^S. *£-§r *§ 
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<1> 
<2> 
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tfl^.^]^.^.^ ^fl^JSL A 10-2003-8654 SL*\] 5U^. 

^^2}. ^-c] pfH^±- o^s^-SH ^.g-Sfl^ol ^^i?}-, ^ ig^cq pH^Ai 

^ifloflAi Aj^Tfl -g-*fls}jl, *fl*)H ^-B-S)<H ot^o] Al^5>7fl -g-#5]<H # 
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^l^l^, «3 ZLcflS. -fM*V *fl 1 c ^e11- *g^?H}. q^l-o] ^ 

^f-«r3 °]-g-^-§- ^S>7l <H3£ 

D*}^ Dl^l^-, £343. ^33, ^?iS f ^£3), ^-g-^ Jl^V 1- 
^ofl o}^- jL*fl ^-AV^l, -g-Dfls?- S^-§-, $7M|^ ^Jl^-g- ^-2] »<HM ^A]SJ 

°o ) ' , ^ 0 l EM "^^^ &4(Albert et al., International Journal of 
Pharmaceutics, Vol. 104, pl69~174, 1994; J. M. Gines et al., International 
Journal of Pharmaceutics, Vol. 143, P 247-253. 1996). =L£]^ o]^^ ^^}^ 

^7) 2}-*M 12] n^gr ^ 2,7] 

A<%*\ 3*fl3 ^ ^O.S. ol^H £*1 ^«fl 

^SHS-^. ^lS^S *fl^€ 34" ^71 5}-^ 12] ^#21 # 

^ 7flAjAl7}xl sm&\ *i*fl*Kr JL3r# 7>3|#tK. A>-g-*r 

^H^-AlHSl^l^l-S.^ f-2] ^-§-^ i^>7> 
^VAj 12] S^-§-2] Z. 2,7} -g-#cf^]oflA] cj-c^ tg^o} zg ^.g. 
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<10> 2^, #7l 2}-«H4 IS} sJ.^-§-*- ^Ji7l ^£.7> ^ ofl-f #^0]^, 

a)B\ 7}?) . ^^9) Zr^o] ^o\X\JL, -fj~^#o] ^o\^\ ^Ajs). 

<11> oHl, £ 3.^1 ^.^1-S| ^ *§Aj^ 21^0.5. <3*fl 

IS] 3^1- £ Zlfil <§<H1 ^ *|*fl*Rr JH£-A># if-Al?] ^-g- « SE^ 

^7>S ^-AV^^. afla^ ^-f , ^71 -g-##7lW*l #71 SJ-^ 

A] lfil S^^O] ^4 «)- S 711 ^-AVSH -g-#^£l- f7H?JlS^ ^*fl 

<J2> £ tk Vt g^ ^3]- ^^Al +^5L H-jr ^#<5Rr ^.#-i: 71-*} %##-g"Sl 

7ii ah *h 4i*fM-8-i~a- ^#*m ^t 2 -* *ihi« >fl^*>^> tM=h 

<13> -g- 3^*1 ^#*m ^"#* 7V*1 €##^21 
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<14> °l*h cfl«fl 4M|*1 -£^4. 

<is> ik^S: N-*l -B-S- a| _4-{5-[4-(5-o] >LH.£.€-2-o|| 1-1 ,3-E) ^#-4-^ ) 

^]^!^-^}-^!^>DlCi ^ ZLSj «3Zj- ^ tgAj-g- ^gjj^ ji^-x]-* £^*Rr « 

<i6> SEth ^7] 3^-8- ^MH ^7l-a 3~S-<8* s^-* ^ sm. 

<n> -g- *MH*1 #7) N-*)^^-^l-4-{5-[4-(5-ol^ = S^-2-Dfl^- 

1,3- El ^>#-4-^ )Bfl^-Al ] y-^c,}^]^ efX)^o.s. ^-§-7}^ ^11 

<.8> #71 J^g.$| Bll^iA><g^ 34. ^-cfl cfl^ ^-g-*j|^o| ^ 7 >Sl^n>, 3^ 

pH 2)^91 Vt-§-^ ^1"^ ^-§T M-^Cf. T4.HW, ^ ^T 1 -* « 
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# t+B}iflfe.<$:2.3.Al ^15} *}#z\ *}7im 1-60%^ ^^o)cf. 

El Al^sl^r 7i«fl^ ^ flfe 7^H, o]eitF ui^s.^ 

ol ^<H)Ai£ 71- s ^A] ofl ig^Ef*! q-E ^ ( HS.i7>s.'iS.i2.^i4B#c > l w>^*>cl-. 

JH£-7j-£} S^*^ 151 ^#51 Dfl^Al^Aj-Cg X f^«-Ofl Cfl^l-Ol 0.5 ^J?" 

^*1 5 5.^4. ^ 05 ^JjL OjoVo]^ ^l-O] JTHTfl ^.AJ.£|^ & 

of- ^Hl 2] 3: -§-# 2:71 *9 ^ Jl4 7 > *H -8-#^i2l 7flAiJr^ 7 > 

€ ^ 5 «W OlAj-o)^ ^ 0]Aj. _g.^J£2l 7fl Ajol UfEl-Uf^l at«L^, « 

21 £L7l7> 7} 7} ^ Si ^-0.5. olSfl «-7> £-§-.£7} <i<H*lfe ^*H*H ^uf. 

t^Al^ -g-*fl# <y°_^o.3.*l ^#2] *-&<>l 7f^sl£f 

-g-#^S.« #7} a] 71 ^-q-. AV-g-7}^ ^^o-s-fe <EHl>M-H-§-, 
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a>«o} ^o. 1S) 5^!- 2] "^US-M 1 tfl*H 0.1 f^-?- 

vfl^l 6 «}-^*}7tiir 0.2 ^%=-¥- 2^-^* a^-W. ^>°J 0.1 

tfo] qf # ^AflS^ ^1 7}i7} *ff-SM. t+JL-§-<* ^ S} ^ 

£ ^^-8- ^ls^ *1. -*7l i|ofl *|-8- 

-¥-^^1 -S-i^m $7>«H ^-o} ojafl^ »J-^O.S. *n*ns**v 

<H 3*fl, ^ ^^M* .nM*8 4 s 

3^ f^^M^, bHH ^-Q-tb ^7H1* ^7>*>ji 

<g*V^ ^sj- ^- ^-f ^^fi^^r ^7) ^tflAife «^^«^| ^ tfl«l ^7> 

^|» 4^ ^>-§-«fl°> *VS.^- 37l7> 7^ ^■%-o} o]e\°. t£$o) fl-g. ^ & 
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A. 

-g-€ ^ 5fl^. ^l^^fl rtlWM. a 

n]jjL#)>i|( taste masking agent/smell masking agent) # t= Si^K 

-¥-^^1^1^ ^l^o.s. ^-g-s)^ *^a|oi ^-^^7V A>-g-^ ^ 9l°-v\, 

7> A)-g-€ ^ ojo.^, ofl§ *g 2Wl3>1fe o]-^w|o>ji^. ( *1 

^°JM A>-g-s]^ 3f^^l^ ^^SLsLSr o]v) ov^^ + q S «U«J-g. 

^Jl°l] nJ-eH ^ 7 >S. 3:*V<g, 7] Ej- $7}4* 413*, ^^SS-^-i: f- 
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^ .2.3*1 -*7l ^-i-ofl ^^7), ^1^51 WV 2:^ 

71 AV-g-^O^ ^ <5H1 i^W. 

£ ^3 ^-g- ^>fil c^, A^t, ^j-Aj-Efl, 

cf. s^*} 121 W#21 oflM^^Sl <g2j 10~l,000mg/kg <>lJl, 

^7\]^ 50~500nig/kgoH . ^ ^3 x%7] ^3) ^^Hr 3°1 

o)*}, ^^1 ojcfll- §7l 2}sH «>#^tl- ^^Hl# 
efl ^sl ^si^ 3^ o>qcf. 

^"^21 s}-«M 121 Sj-^*S) nlj 3^*><g Si ^£ofl 4^ ^ 
7>^-7l 21^-01, -5V7121- 

^21 s^*} 121 ^-^-#21 nil^^A>^ 200mg^ 1- 10m«<Hl ^ 
?i ^o]JL(20mg/ml), <>lf- £3113. SH*H 20, 10, 5 ^ 1 rag/m^ £«1 
^£4- ^71 5)A4^ -g-oJ}-g- afj-71 STjofl 45} ^^cg^ 
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<33> S. l°fl M-Ej-ifl&cK 



IS. 1] 



2:* 






(a) 7]7) : «^«i= 

(Brookfield digital viscometer DV-II+) 

(b) -SrJE : 2or ±o.3r 

( C ) 3*tefSnindl^ : S 51 


1 


2.5 


5 


13.9 


10 


33.0 


20 


141.2 



<35> S. H M"E*V+ ^ ^3 ffi 12] ^#^1 ^l^#^^r 

^-§-°-^H « ^*Hr ^H3°l €■ ^#5L, ^£7} ^7}*M nq-sf ^£7> 
^*l<>fl i~io ^ mjaofl i~io : 

^r*l 3 °1 <3^-*H ^1^:2, 50"C°lH £^tlr ^ 25 

*ll5L ^*\)^r <g&4. °1« OiL 1^ 5^#2} 

^^-£^^5^1 200mg n^-%r 



<36> 



<37> 



<38> 
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& ^*H1 4-10 ^ 8-10^ 2-8*1^- 3. 3°fl uf^vflojcf. 



IS. 2] 







. nut) 


Hl2<4K3l3*|l me) 
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2 
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4 
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7 


4^ 12) SUM'S] *fl^>g£- 
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100 


100 
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IS 31 





mg) 


CaSlSl. me) 
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^*1<4) 11 : *&<t^ 
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<42> is] s^-Q^s] lOOmg^ ^ 2 ^ a] ofl ^^Ef ^] 14 e^- 

* 25 «fl4=j *flS ^58^. °1« OJl £ ^2} 3**H] 1 

2] ^ff^l <*aV<* o.^ 200mg «fl*^-g- f^StSa^-. 

<43> tflaiofl 1 : 

<44> 1^2) Sj-^ IS] sJ-^t-2) iflfMi^-tt'S 200mg# 45 *\)$ ^S. ^U*} 

<45> tfl^^l 2 : 

<46> £ ^2] 12) 3^#£l ^l^^^'S lOOmg^l ^-^Hl^^l^ 

H# lOOmg* ^t^^VJI, <>1«- 031 *3#ofl sj-^ \3] 3*^ 

-§-2} Dil^M?^ 200mg Sfl^-i- f^^OT. 

<47> tfl^ofl 3 : 

<48> £ 1^2} 121 ^1-21 ^^^-a><§^ 75mg/5m«2l g-ofl ^ 

£4. 
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tti^Qfl 4 : 

H-^SJ 2}-^ 1^ 5^#^ 200mg* 45 "A3 ^S. 3H*Kn. o] 

# 02. 200mg #3*>£4. 

^-^^1 1 : 

^^Hl 1-11, aliH^l 1-10, £ tfl^ofl i-2, ^ 4°1M *fl2:€ *|-7l^ 
3^ *fl3^ 5, 10. 15, 30, 60 ^ 120€-°fl -§-#°J| 3 nrf* ^*V^al, ^nfl 

-§: 0.4 fan ^ UVCE.^ : HITACHI U3000)^. ^l-sl ^-§- 

zj- -g-#^ <$%s] <£ (% released)* ^St^K 

^^Kr £ 4 - 7 ^ £ H M-^gi^c]-. 

- -g-^on : ^1 l*3j(pH 1.2) 900roe 

- : 37±0.5r 

- n% 3^ : 50rpm 

- -§-f^l# : 2 Al^V 
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- : UV 254 nm 



IS. 4J 







5*-' 


1W- 


15# 


30^ 


60-58- 


120^- 




1 


9.0 


53,9 


75.8 


89.9 


94.5 


100.3 


2 


7.2 


42.3 


70.2 


85.4 


92.8 


99.8 


3 


5.1 


38.6 


62.3 


78.3 


85.2 


94.5 




1 


4.0 


9.3 


13.6 


22.3 


33.2 


48.1 


2 


1.0 


1.5 


2.3 


4.2 


8.2 


13.5 


3 


0,8 


3.0 


8.0 


17,9 


29.5 


38.2 


4 


1.1 


3.6 


8.5 


16.2 


31.2 


42.8 


5 


0.3 


1.6 


3.1 


7.4 


13.4 


22.2 


6 


0.5 


2.3 


4.3 


8.4 


15.9 


26.3 


7 


0.8 


2.1 


3.9 


9.4 


17.2 


28.6 



IS 5] 





***(%> 


5#- 


10#- 


15#- 


30#- 


60^- 


120^ 




4 


8.3 


38.2 


48.8 


62.1 


74.5 


85.3 


5 


3.5 


31.7 


38.5 


55.2 


68.8 


78.7 


6 


43.2 


69.3 


80.2 


89.1 


92.3 


96.6 


7 


24.6 


57.3 


70.5 


80.9 


84.1 


89.4 


8 


48.0 


76.3 


87 8 


95.5 


97.7 


100,2 


9 


27.2 


64.8 


79.7 


90.3 


93.5 


98.5 


10 


5.2 


12.8 


23.7 


40.0 


66.0 


85.3 




8 


3.3 


19.8 


18,8 


32.5 


44.5 


62.3 


9 


1.7 


5.5 


11,5 


22.3 


31.7 


44,5 


10 


0.6 


2.1 


4.7 


12.2 


22.9 


40.5 



IS 61 







5* 


10#- 


15-P- 


30-£ 


60S- 


120£- 


tfidtoll 1 


0.3 


1.6 


2.5 


5,3 


9.8 


17.6 


tUSioS 2 


0 3 


1.2 


2 2 


7.2 


19.7 


35.5 
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IS. 7] 





-8-§-8-(*) 






15^ 






120£- 


^AloJ 11 


8.9 


35.8 


53.2 


81.2 


91.5 


101.4 




0 6 


3.1 


6.2 


13.5 


22.9 


33.7 



o] yjjaoi) i~io, ^ cfl^^] 1-2 £ cfliofl 421 affjafliLti. ^ 7 >s]S * # 

tfl2:^ 1°} ^4" <T&^ ^*V^1 ^^ 7 > ^l^SlZL 

#o] -siTfl ^#.2.^, s.°<M: zirfls. -fr*l*j-ui ^ ^^.s.^ 

31th ^7>*M *fl2:# 3^-(^ A H 6~8)tt, ^7}*}x] 

(4lAlofl 4-5) ft^-i- ^AS. 4^ 44$ ^-f (Bim 8-10)^.4 ^cfl 4 

^ -§-# 7l)A| ^ 15-g-S] -g-##ol 70.5 % HI*] 87.8 %5.>H 
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<70> 3E$, it***) 3-«H4 1^1 l^^ofl cfl*].<^ 7>a^-Al 

iii^mSf «7>*H ^^Sj- ^ ^-f(^AH) 11), sHJ-A] i^ 

^^(^fl^l 4)*j| *l*fl -g-#^r<>l ^7l*}7fl ^7>^-# SHIPS'}. 

<71> 4^>H. 1^ ^l"^- -§-#^71 Wg*KMI X\3. -§-^5^ 

$± « ^AJS>71 ^ofl ^ A^^S. <3*fl*Kr ^^>« ^7Hr>o} 

4^*1] 3- ^5.^1 ^*Kr -§-#-§: ^ ^AA] ^7>5. <a-^-§- 

^7}f ^-f ^71 -§-#^:^ 7flA]oi ^sj-Tfl M-Bl-^-i- <£ ^ 9X^. 

<72> 2 : *f)tfl ^BflAl^ 

<73> ^Al<^] i ^ 8, cflS^l 1 ^ 3<HH afli^ -Mtfl ^o>J47l 
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<74> l) 'gt}-f--§- 

<75> til (beagle dog)xr ^51^-5.^ f^ 0 H^-§"§-<HM "g-^ 

^o> A>-g.^^cf. *8*i\xJH *}^ofl 7.6 - 10.5 kg^lS 

<76> 2) ^# -f-o^ 

<77> # ^71 *jA|ofl l $ 8, cfl2:°fl 1 £ 

34H ^-Tfl 1 kg# SHHI 1^ s^-§-o} oJ:0. aAl 50mg 

<78> 3) ^ 

<79> A>7l^ A ^#"§" **M t^^-S. ^€ 1# 

3 aI^V #3(0, 0.5, 1, 1.5, 2, 3. 5, 8, 24Al^>)o.S al^S} ^sj^nJjoflA-l 

30^g/ifte ^£3. *fl£E)-§- 7>*>J1, l&Q &^7)S. * 12,000 rpm<HH 10 ^ 

€4] £-5-1 a) 71 Jl g^d) «-AjAj£~g- HPLC(S.t^ : Waters Module 1)5. ^ 
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&o] sm<H IS] S^€"^ -§-#°] -ir^^^^l cflaofls.^ A>-g-5>^^, cfla&ofl 3 ^r 



[5. 8] 



*RKhr) 




f) 


^Ald 1 




ms<4 l 


cHioB 3 


0.5 


0.31±0,01 


0.21*0.01 


0.09 


0.27*0.00 


1.0 


0.36±0.10 


0.28±0.01 


0.12±0.01 


0.28±0 06 


1.5 


0.36*0.13 


0.35*0.04 


0.12*0.02 


0.39±0.18 


2.0 


0.32±0.16 


0.44±0.06 


0.12*0.01 


0.49±0.04 1 


3.0 


0.26*0.17 


0 69 ±0.16 


0 18±0.11 


051±0.12 


5.0 


0.20*0.08 


0.32*0.05 


0,10*0.01 


0.56±0.28 


8.0 


0.18*0.10 


0.22±0.17 




0.43*0.2.7 


24.0 




0.22*0.01 







IS. 9] 











tH^dl 1 


cfl^ 3 




0.43±0.07 


0.69±0.16 


0.19±0.10 


0.67±0.11 


T^Chr) 


1.33±0.29 


3.00±0.00 


2.67±0.58 


3.83±2.02 




3.04 


3.61*1.17 






AUCo-tdiB hr/m£) 


1.85±0.41 


2.89±0.33 


0.61±0.16 


3.29±1.18 


# AUC(«k iir/arf) 
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SUBMISSION OR TRANSMITTAL 
OF PRIORITY DOCUMENT 

(PCT Administrative Instructions, Section 411) 


To: 

SON, Min 

19th Floor, City Air Tower 159-9 
Samseong-dong, Gangnam-gu 
Seoul 135-973 

rEpublique de cor£e 


Date of mailing (day/month/year) 

17 March 2006 (17.03.2006) 


Applicant's or agent's file reference 

PCTA951 1-685 


IMPORTANT NOTIFICATION 


International application No. 

PCT/KR2005/003934 


International filing date (day/month/year) 

22 November 2005 (22.11.2005) 


International publication date (day/month/year) 
Not yet published 


Priority date (day/month/year) 

23 November 2004 (23.11.2004) 


Applicant 

DONG WHA PHARMACEUTICAL IND. CO., LTD. et al 



1. By means of this Form, which replaces any previously issued notification concerning submission or transmittal of priority 
documents, the applicant is hereby notified of the date of receipt by the International Bureau of the priority document(s) relating to 
all earlier application(s) whose priority is claimed. Unless otherwise indicated by the letters "NR", in the right-hand column or by an 
asterisk appearing next to a date of receipt, the priority document concerned was submitted or transmitted to the International Bureau 
in compliance with Rule 17.1(a) or (b). 



2. (If applicable) The letters "NR" appearing in the right-hand column denote a priority document which, nn the date nf mailing nf 
this Form, had not yet been received by the International Bureau under Rule 17.1(a) or (b). Where, under Rule 17.1(a), the 
priority document must be submitted by the applicant to the receiving Office or the International Bureau, but the applicant fails to 
submit the priority document within the applicable time limit under that Rule, the attention of the applicant is directed to Rule 
17.1(c) which provides that no designated Office may disregard the priority claim concerned before giving the applicant an 
opportunity, upon entry into the national phase, to furnish the priority document within a time limit which is reasonable under the 
circumstances. 



(If applicable) An asterisk (*) appearing next to a date of receipt, in the right-hand column, denotes a priority document submitted 
or transmitted to the International Bureau but not in compliance with Rule 17.1(a) or (b) (the priority document was received 
after the time limit prescribed in Rule 17.1(a) or the request to prepare and transmit the priority document was submitted to the 
receiving Office after the applicable time limit under Rule 17.1(b)). Even though the priority document was not furnished in 
compliance with Rule 17.1(a) or (b), the International Bureau will nevertheless transmit a copy of the document to the designated 
Offices, for their consideration. In case such a copy is not accepted by the designated Office as the priority document, Rule 17.1(c) 
provides that no designated Office may disregard the priority claim concerned before giving the applicant an opportunity, upon entry 
into the national phase, to furnish the priority document within a time limit which is reasonable under the circumstances. 
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